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JAPAN 


State (that is, country) of residence: 
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OZAKI Akio 
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Sheet Uo. 



Filing date 
of earlier application 
(day/ month year) 



Number 
of earlier application 



□ 

Further priority claims are indicated in the Supplemental Box. 



Where earlier application is: 



item (I ) 
29/01/1999 



Patent Application 
11-21707 



national application: 
countrv 



JAPAN 



regional application:* 
regional Office 



international application: 
receiving Office 



item (2) 



item (3) 



(1 ) 



The receiving Office is requested to prepare and transmit to the International Bureau a certified copy 
of the earlier application(s) (only if the earlier application was filed with the Office which for the 
purposes of the present international application is the receiving Office) identified above as item(s): 

* Where the earlier application is an ARIPO application, it is mandatory to indicate in the Supplemental Box at least one country parry to the Paris 
Convention for the Protection of Industrial Property for which that earlier application was filed (Rule 4. 1 0(b) (ii)). See Supplemental Box. 



Box No. VII INTERNATIONAL SEARCHING AUTHORITY 



Choice of International Searching Authority (ISA) 

(if two or more International Searching Authorities are 
competent to carry out the international search, indicate 
the A uthority chosen; the two-letter code may be used) : 



ISA / 



jp 



Request to use results of earlier search; reference to that search (if an earlier 
search has been carried out by or requested from the International Searching Authority): 



Date (day/month/year) 



Number 



Country (or regional Office) 



Box No. VIII CHECK LIST; LANGUAGE OF FILING 



This international application contains 
the following number of sheets: 

request 4 

description (excluding 
sequence listing part) 

claims 

abstract 

drawings 



sequence listing part 
of description 



51 

10 
1 

0 
44 



Total number of sheets : 110 



Figure of the drawings which 
should accompany the abstract: 



This international application is accompanied by the item(s) marked below: 

1. Q fee calculation sheet 

2. Q separate signed power of attorney 

3. □ copy of generaJ power of attorney; reference number, if any: 

4. statement explaining lack of signature 

5. □ priority document(s) identified in Box No. VI as item(s): 

6. Q translation of international application into (language): 

7. □ separate indications concerning deposited microorganism or other biological material 

8. 0 nucleotide and/cg^inoacid sequence listing in computer readable form , . 

suaTemenr, sheet containing information 

9. a other (specify): 5uch as recording form of frexible disk 



Language of filing of the 

international application: 



Japanese 



Box No. IX SIGNATURE OF APPLICANT OR AGENT 



Next to each signature, indicate the name of the person signing and the capacity in which the person signs (if such capacity is not obvious from reading the request). 



KYOWA HAKKO KOGYO CO., LTD. 



ENDO Hirofumi 



YONETANI Yoshiyuki 



MIZOGUCHI Hiroshi 



HASHIMOTO Shin-ichi 



OZAKI Akio 



I . Date of actual receipt of the purported 
international application: 




2. Drawings: 


3. Corrected date of actual receipt due to later but 
timely received papers or drawings completing 
the purported international application: 


| | received: 


4. Date of timely receipt of the required 
corrections under PCT Article 1 1( 2): 


| ) not received: 


5. International Searching Authority TC . f 
( if two or more are competent): loA / 


JP 


6. | | Transmittal of search copy delayed 
1 1 until search fee is paid. 





For International Bureau use onlv 



Date of receipt of the record copy 
by the International Bureau: 



□ 
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Applicant's or agent's 1182 
file reference 



For receiving Office use only 



International application No. 



Date stamp of the receiving Office 



Applicant 



KYOWA HAKKO KOGYO CO., LTD. 



CALCULATION OF PRESCRIBED FEES 

1. TRANSMITTAL FEE I 95,000(T+S) 



2. SEARCH FEE 

International search to be carried out bv 



(If two or more International Searching Authorities are competent in relation to the international 
application, indicate the name of the Authority which is chosen to carry out the international search.) 



3. INTERNATIONAL FEE 
Basic Fee 

The international application contains 



110 



sheets. 



r ,™ u I 46,000 
first 30 sheets [ f 

1 ' 1QQ = 88,000 



bl 



80 

remaining sheets 



additional amount 



b2 



Add amounts entered at bl and b2 and enter total at B . . 
Designation Fees 

The international application contains ^ designations. 



134,000 



8 



number of designation fees 
payable (maximum 11) 



9,900 



79,200 



D 



amount of designation fee 

Add amounts entered at B and D and enter total at I j 213,200 

(Applicants from certain States are entitled to a reduction of 75% of the 
international fee. Where the applicant is (or all applicants are) so entitled, the 
total to be entered at I is 25% of the sum of the amounts entered at 3 andD.) 

4. FEE FOR PRIORITY DOCUMENT (if applicable) 



5. TOTAL FEES PAYABLE 

Add amounts entered at T, S, I and P. and enter total in the TOTAL box 



308,200 



TOTAL 



| | The designation fees are not paid at this time. 



MODE OF PAYMENT 

□ authorization to charge j 1 

deposit account (see below) | | bank draft 

| cheque [ | cash 

| postal money order j^j revenue stamps 



| | coupons 

| | other (specify): 



DEPOSIT ACCOUNT AUTHORIZATION (this mode of payment may not be available at all receiving Offices) 
T~h e RO' | | is hereby authorized to charge the total fees indicated above to my deposit account. 

□ is hereby authorized to charge any deficiency or credit any overpayment in the total fees indicated above to mv 
deposit account. 

□ is hereby authorized to charge the fee for preparation and transmittal of the priority document to the Internationa] 
Bureau of WIPO to my deposit account. 



Deposit Account No. 



Date ( dav. month/year) 



Signature 
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International application No. 
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A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C12N9/Q2, 1/21, 15/53, C12P7/62, 17/06 



According to international Patent Classification (IPC) or to both national classification an d IPC 
B. FIELDS SEARCHED " 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 7 C12N9/00-9/02, 15/52-15/53 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
GeiiBank/EMBL/DDBJ/GeneSea, SwissProt / PIR/GeneSeq 
BIOSIS (DIALOG) , WPI (DIALOG) 



C. DOCU MENTS CONSIDERED TO BE RELEVANT 
Category 



"A" 
-E" 



Citation of document, with indication, where appropriate, of the relevant passages 



Nature, Volume 390, issued November 20, 1997, F. Kunst 
et al . , "The complete genome sequence of the 

Gram-positive bacterium Bacillus subtilis" nacres 

249-256 ' a 

Sc Database GenBank Accession NO.B69851 

Microbiology, Volume 144, Part 4, issued April 1998, Cario 
Rivolta et al. , "A 35 • 7 kb DNA fragment from the Bacillus 
subtilis chromosome containing a putative 12 • 3 kb operon 
involved in hexuronate catabolism and a perfectly 
symmetrical hypothetical catabolit e-respons ive 

element", pages 877-884 

& Database GenBank Accession No.AF015825 

EP, 649907, Al (BRISTOL-MYERS SQUIBB COMPANY) 
26 April, 1995 (26.04.95) 
Sc HU, 217104, B & AU, 

& FI, 9404926, A Sc CA, 

& JP, 7-184670, A Sc CN, 
Sc IL, 111084, A Sc SG, 



Relevant to claim No. 



1-24 , 39 



1-24, 39 



9475972, A 
2134025, A 
1106067, A 
47504, Al 



|2<J Further documents are listed in the continuation of Box C. Q See patent family annex. 
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Special categories of cited documents: 
document defining the genera) state of the an which is not 
considered to be of particular relevance 

earlier document but published on or after the international fiiine 
date s 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use. exhibition or other 
means 

document published prior to the international filing date but later 
than the pnonry date claimed 



"X" 



'T 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
27 April, 2000 (27.04.00) 
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Date of mailing of trie international search report 
15 May, 2000 (16.05.00) 



Name and maiiing address of the ISA/'' 

Japanese Patent Office 
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Authorized officer 
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JP # 64-2535, A (SANKYO COMPANY, LIMITED) , 
06 January, 1989 (06.01.89) (Family: none) 

Cardiology, Volume 77, Supplement 4, issued October 1990 , 
Alfred w. Alberts, " Lovastat in and Simvastatin - 
Inhibitors of HMG CoA Reductase and Cholesterol 
Biosynthesis" , pages 14-21 

The Journal of Antibiotics, Volume 29, Number 12, issued 
December 1976, Akira Endo et al . , "ML-236A, ML-236B, AND 
ML-236C, NEW INHIBITORS OF CHOLESTEROGENES IS PRODUCED BY 
PENICILLIUM CITRINUM", pages 1346-1348 
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.R'DEPT 



PCT 



INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 



V 



(PCT Rule 61.3) 



To: 



KYOWA HAKKO KOGYO CO., LTD. 

6-1, Ohtemachi 1-chome 

Chiyoda-ku 

Tokyo 100-8185 

JAPON 



Date of mailing {day/month/year) 

28 September 2000 (28.09.00) 






Applicant's or agent's file reference 

1182 


IMPORTANT INFORMATION 


International application No. 

PCT/J POO/00472 


International filing date (day/month/year) 
28 January 2000 (28.01.00) 


Priority date {day/month/year) 

29 January 1999 (29.01.99) 


Applicant 

KYOWA HAKKO KOGYO CO., LTD. et al 



1 . The applicant is hereby informed that the international Bureau has, according to Article 31 (7), notified each of the following 
Offices of its election: 

AP :GH,GM,KE,LS,MW,SD,SL,SZ,TZ,UG,ZW 

EP lAT^BEXH^CY^E.DK^ES^FLFR^GB^RJEJT^LU^MCNL^P^SE 

National :AU,BG,CA..CN,.CZ,DE,ILJP.KR.MN..NO / NZ / PL r RO / RU,SE,SK,US 

2. The following Offices have waived the requirement for the notification of their election; the notification will be sent to them 
by the International Bureau only upon their request: 

EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

OA iBF^BJXF^CCI^CM^GA^GN^GW^ML^MR^E^SN^D^G 

National : AE.AL^M^AT^AZ.BA^BB^BR^Y^CH^R^CU^DK^M^EE^ES^FLGB^D^GE^GH, 

GM^HR^HUJDJNJS^KE^G^KZ^LC^LK^LRXS^LTXU^V^A^MD^G^MK^W^MX^T^SD, 

SCSI^SL^TJ^M.TR^T^TZ^UA.UCUZ^VN^U^ZW 

3. The applicant is reminded that he must enter the "national phase" before the expiration of 30 months from the priority date 

before each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a 
translation of the international application {Article 39(1)(a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Article 36(3)(b) and Rule 74.1). 

Some offices have fixed time limits expiring later than the above-mentioned time limit. For detailed information about the 
applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume II 
of the PCT Applicant's Guide. 

The entry into the European regional phase is postponed until 31 months from the priority date for all States designated for 
the purposes of obtaining a European patent. 



The International Bureau of WIPO 


Authorized officer: 










34, chemin des Colombettes 


Diana Nissen 




/ 


121 1 Geneva 20, Switzerland 
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Facsimile No. (41-22) 740.14.35 


Teieohone No. :4*-22) 338.33.38 




V 



-orm PCT IB/332 (September 1997) 



3553124 



^"ENT COOPERATION TReJ^ 



£v LJ-S "~~WO 00/44386 

PCT/J POO/00472 



PCT 

NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentenced ^ 



Date of mailing (day/month/yea rj 

03 August 2000 (03.08.00) 



Applicant's or agent's file reference 

1182 



From the INTERNATIONAL BUREAU 



KYOWA HAKKO KOGYO CO., LTD 
6-1, Ohtemachi 1-chome 
Chiyoda-ku 
Tokyo 100-8185 
JAPON 




ZTXTxzz rrr — «. «»; 



The i 



Tot require the 



RENDER REGARDING CHAPTER It (ArtiC 3 1( 2„a) and Rule 54.2) 

t -s the applicant's sole responsibility to monitor the 19-month time limit 

State which ,s hound by Chapter ,l has the 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1), 

0,30 he JL 20 months 

For further important information nn rh , ,■ ■ designated or elected Office. 



The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



facsimile No , (41-22) 740.14.35 
orm PCT-IB/308 (July 1996) 



Authorized officer 

J. Zahra 

Telephone .Mo. (41-22) 338.83.38 



3433532 




P7TTENT COOPERATION TREA^ 

From the INTERNATIONAL BUREAU 

PCT 



PCT/ J POO/00472 



FICATION CONCERNING 



SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 41 1 J 



To: 



KYOWA HAKKO KOGYO CO., LTD. 

6-1, Ohtemachi 1-chome 

Chiyoda-ku 

Tokyo 100-8185 

JAPON 



Date of mailing (day/month/year) 

28 March 2000 (28.03.00) 




Applicant's or agent's file reference 
1182 


IMPORTANT NOTIFICATION 


International application No. 
PCT/ J POO/0047 2 


International filing date (day/month/year) 

28 January 2000 (28.01.00) 


International publication date (day/month/year) 

Not yet published 


Priority date (day/month/year) 

29 January 1999 (29.01.99) 


Applicant — 

KYOWA HAKKO KOGYO CO., LTD. et al 



, c «mm,« t , s nereoy notmed of the date of receipt (except where the letters "NR" appear in the right-hand column) t 

ndir-^Hh T , Pr ' 0r,tV document ' s » relati "3 <° earlier applications) indicated below Unless otherwise 

ouZZ^ aPPe K rm9 7 Xt t0 9 ° f reCe ' Pt ' ° r bV the ' etterS " NR '' ,n the r ^ ht - hana c °' u ™ "e pTTonty 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 1 7.1(a) or (b). 

Th,s updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

nr"t™m ! !S*i a , P ^ 8r | i 1 g t0 1 ° f reCe '' Pt ' the ri 9 ht - hand column ' denotes a priority document submitted 
I f lZ « r ° w S lnter ? at '° n f ' Bure3U but n0t in =^P'* a nce with Rule 17.1(a) or (b). In such a case, the attention 
concerned h1f S ^^f 0 Ru 6 17l(c) whlch P rovides tha < designated Office may disregard the prior" cEm 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. V document 

The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 

al ^ P r v ,ded by rI'^I <Tr^ 'TT^ reC : iVm9 ° ffiCe t0 PrSPare and ""smitto the Internationa. L?eau 
as Prided by Rule 1 7. 1 (a) or (b). respectively. In such a case, the attention of the applicant is directed to Rule 1 7 1 (c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunS 
upon entry mtothe national phase, to furnish the priority document within a time limit which is reasonable under the 

ci rcu m sTa n ces . 



Priority date Priority application No. 

29 Janu 1999 (29.01.99) 11/21707 



Country or regional Office 
or PCT receiving Office 

JP 



Date of receipt 
of priority document 

17 Marc 2000 (17.03.00) 



The International Bureau of WIPO 


Authorized officer 




34, chemin des Colombettes 




TaVeb Akremi vp- 


1211 Geneva 20, Switzerland 




Facsimile No. (41-22) 740.14.35 

Fnrm DrT.ID nn/l / I.. I.. 1 noni 


Telephone No. (41-22) 


338.83.38 



ATENT COOPERATION TRTOTY 



PCT/J POO/00472 



From the INTERNATIONAL BUREAU 



PCT 



; — zr\ 

f^C!\ ?r NOTIFICATION OF RECEIPT OF 
^ -J RECORD COPY 

.P. DtPT 



RECORD COPY 

(PCT Rule 24.2(a)) 



To: 



KYOWA HAKKO KOGYO CO., LTD. 

6-1, Ohtemachi 1-chome 

Chiyoda-ku 

Tokyo 100-8185 

JAPON 



Date of mailing (day/month/year) 

22 February 2000 (22.02.00) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 
1182 


International application No. 

PCT/J POO/00472 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the applicant(s) and State(s) for which they are applicants: 

KYOWA HAKKO KOGYO CO., LTD. (for all designated States except US) 
ENDO, Hirofumi et al (for US) 

International filing date 28 January 2000 (28.01 .00) 

Priority date(s) claimed 29 January 1 999 (29.01 .99) 

Date of receipt of the record copy 

by the Internationa! Bureau 14 February 2000 (14.02.00) 

List of designated Offices : 



AP :GH,GM,KE,LS,MW,SD,SL,SZ,TZ,UG,ZW 
EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

EP :AT^E,CH,CY,DE,DK,ES,FI,FR,GB,GRJEJT,LU,MC,NL,PT,SE 
OA :BF / BJ,CFXG,CI,CM,GA,GN,GW,ML,MR,NE,SN,TD,TG 

National lAE^AL^AM^T^AU^Z^A^BB^BCBR^BY^CA^CHXN^CR^CU^CZ^E^K^M^EE^S^F^GB, 
GD^GE^H^M^HR^HU^DJLJNJSJP^KE^KG^KR^KZ^LC^LK^LR^LS^T^LU^LV^MA^MD^G^K^MN, 
MW^MX^NO^NZ^PL^PT^RO^RU^SD^SE^SG^SLSK^L^TJ^TMJR^TTTZ^UA^UG^US^UZ^VN^YU^ZW 



ATTENTION 

The applicant should carefully check the data appearing in this Notification, in case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 
time iimits for entry into the national phase 
confirmation of precautionary designations 
requirements regarding priority documents 



A copy of this Notification is being sent to the receiving Office and to the International Searching Authority. 





Authorized officer: 




The International Bureau of WIPO 






34, chemin des Colombettes 


Susumu Kubo 




1211 Geneva 20, Switzerland 




Facsimile No. (41-22)740.14.35 


Telephone No. {41-22)338.83.38 





Form PCT/IB/301 (July 1998) 



003122508 



PCI/JP00/004 7 2 

fENT COOPERATION TRE, ( 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 

(PCT Rule 61.2) 


To: 

Assistant Commissioner for Patents 
Unitea btates ratenx ana i raaemarK 
Office 
Box PCT 

Washington, D C. 20231 
ETATS-UNIS D AMERIQUE 

in its capacity as elected Office 


Date of mailing (day/month/year) 

28 September 2000 (28.09.00) 




International application No. 

PCT/ J POO/00472 


Applicant's or agent's file reference 

1182 


International filing date (day/month/year) 

28 January 2000(28.01.00) 


Priority date (day/month/year) 

29 January 1999 (29.01.99) 


Applicant 

ENDO, Hirofumi et al 



1. The designated Office is hereby notified of its election made: 

| X| in the demand filed with the International Preliminary Examining Authority on: 

18 August 2000(18.08.00) 

| | in a notice effecting later election filed with the International Bureau on: 



The election 



m 
□ 



made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 





Authorized officer 


The International Bureau of WIPO 




34, chemin des Colombettes 


Diana Nissen 


1211 Geneva 20, Switzerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 


Form PCT !B 331 (July 1992) 


JP0000472 




PCT, J POO/00472 



PATENT COOPERATION TWEATY 



-rom the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF TRANSMITTAL 
OF COPIES OF TRANSLATION 
OF THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 72.2) 



KYOWA HAKKO KOGYO CO., LTD. 

6-1, Ohtemachi 1-chome 

Chiyoda-ku 

Tokyo 100-8185 

JAPON 



Date of mailing ( da y/'rno nth/year) 

01 October 2001 (01.10.01) 




j 

Applicant's or agent* s file reference 

1182 


IMPORTANT NOTIFICATION 


international application No. 

PCT/J POO/00472 


International filing date (day/month/year) 

28 January 2000 (28.01.00) 


Applicant 

KYOWA HAKKO KOGYO CO., LTD. et al 



1. Transmittal of the translation to the applicant. 

The International Bureau transmits herewith a copy of the English translation made by the 
International Bureau of the international preliminary examination report established by the 
international Preliminary Examining Authority. 



2. Transmittal of the copy of the translation to the elected Offices. 

The Internationa! Bureau notifies the applicant that copies of that translation have been 
transmitted to the following elected Offices requiring such translation: 

EP,AT,AU,CA,CH,CN,CZ,FI,NO,NZ,PL,RO,RU,SK,US 



The following elected Offices, having waived the requirement for such a transmittal at this time, 
will receive copies of that translation from the International Bureau only upon their request: 

AP,EA,AE,ALAM,A2,BA,BB,BG,BR,BY,CR,CU,DE,DK,DM,EE,ES,GB,GD,GE,GH,GM,HR,HU,!D,IL, 

INJSJP / KE,KG,KR,KZ r LC,LK^R,LS,LTXU^V,MA f MD,MG,MK,MN f MW,MX,PT,SD,SE,SG f S!,SL, 

TJ^MJR^TZ^A^CU^VN^U^ZW^A 



3. Reminder regarding translation into {one of) the official language(s) of the elected Office(s). 

The applicant is reminded that, where a translation of the international application must be 
furnished to an elected Office, that translation must contain a translation of any annexes to the 
international preliminary examination report. 

It is the applicant's responsibility to prepare and furnish such translation directly to each elected 
Office concerned (Rule 74.1). See Volume II of the PCT Applicant's Guide for further details. 





The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 


| Autnorizec officer 

| Eiiott PERETTI 


// 


-acsinniie \c. | £*-C2 , 74C."4.35 


I "eieonone Mo. f£"-22' 238.S3.3S 


/ 
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PATENT COOPERATIOWREATY 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

('PCT Article 36 and Rule 70.) 



Applicant's or agent's fiie reference 

us: 


SecNotificationofTransmiaaiofimsmauonai Preliminary 
| FOR FURTHER ACTION £xamination R £?on (Form PC71PE.A416. 


international application Nc. 

pct:jpoo/oo4~: 


j International filing Gate yday/monthyear* 
28 January 2000 (28.01.00) 


Priority date [day month-year^ 

29 January 19^9 ('29.0i.9P> 


international Patent Classification (IPC) or 
C12N 9/02. 1.21. 15 55. C:2P 


national classification and IPC 
7/62, 17/06 




Applicant 


KYOWA HAKKO KOGYO CO.. LTD. 



This international preliminary examination report has been prepared by this Internationa: Preliminary Examining Authority 
and is transmitted to the applicant according to Articie 36. 



Tms REPORT consists of a total of 



sheets, including this cover sheet. 



r-n This report i« also accompanied bv ANNEXES, i.e.. sheets of the description, claims and/or drawings which nave 

i I beer . amended and are the basis for this report and/ or sheets containing rectifications made beiore this Authority (see 

Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



Fhsse annexes consist of a total of. 



sheets. 



fhis report contains indications relating to the following items: 



n n 

in i j 

IV i i 



V 

v i L 

vn [_ 

VII: L 



'V 



Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step ana industrial applicability' 
Lack of unity of invention 

Reasoned statement unoer Article 3 5.'2; with regarc to novelty, inventive step or industrial applicability-: 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



Date of suDimssior. of the demanc 


' ^aie of completion, of this report 




IS August 2000 ■ '.S.OS.OC 


! ; Q April 200 : 


io.o-.20o: > 


Name anc mailing address o: :ne IPEA'J? 


Author. zee officer 




Facsimile Nc 


; Teiepnone Nc 





Form PCTIPEA^O? - cove: sneer Ju:> 199S 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



international application No. 

PCT.'JP00/OO472 



I. Basis of the report 



With regard to tne elements of me international application:* 
! ,v , tne international application as onsinalK rlied 



the description: 

pages 

pages 
oaees 



. as originallv fiied 



.filed with the demand 



. fiied with the iener of 



the claims: 

pages 

pages 

pages 

pages 



. as originally filed 



_ . as amended (together with any statement under Article 19 
- filed with the demand 



□ 



, filed with the iener of 



the drawings: 
pages 
pages 
pages 



, as originally filed 

. filed with the demand 



□ 



, filed with the letter of 



j the sequence listing part of the description: 
pages 
pages 
pages 



. as originally filed 

, filed with the demand 



filed with the Iener of 



With regard to the language, all the elements marked above were available or furnished to this Authonrv m the laneuaoe in which 
the international application was Tiled, unless otherwise indicated under this item * ^ua c e !n wmcn 

These elements were available or furnished to this Authority in the following language whic h is: 

the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
the language of publication of the international application i under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international oreliminarv examination (under Rule « -> and ' 



□ 
□ 
□ 



^? m £ sard 10 . an - v . nucleotide . d/or amino acid «q»en« disclosed in the international apoiication the international 
preliminary examination was carried out on the basis of the sequence listing: international 

Q contained in the international application in written form. 

[3 filed together with the international appiication in computer readable form. 

I I furnished subsequently to this Authority in written form. 

i — ! ftjrnished subsequently to this Authority in computer readable form. 

l_j The statement that tne subsequently furnished written sequence listing does not a0 bevono the disclosure ,n the 

international application as filed has been fum'shed 
^ -r. 

,ne statement tnat tne information recorded in compute: readable form is identical tc tne written sequence Iistme has 
oeen rumisnec. b 

i I ~he amendments have resulted m the cancellation of 

! I the description. Daees 

! I tne claims. Nos. 



the drawings, sheets 'fic 



5 _ . L ' r f re? ° n na5 be£r cs:a ? Iished 25 ; f somc of ' amendments had no: oeen maae. smce th^ have been considered tc 20 
nt > JnL - > ne cisciosure as tiiec. as -.naieatcc :n tne Supplemental Box Ruie ~(; "ic , 

anH'^c'r. 0 ' ~ r - f,nail> Jue£ ~" f no: 3nncxec :c :n ~ :ney sc no: comar. amendment Ruie ~C .c 

" ^ ~" l ^ m ^ snec: comomng ruck cmendmem: ^ be re/er-ec: :e unoe* :: €rr . ; anc znnctcc ,c :n:s rvor:. 



Form PC7'IPEA-i09 ■Box July :99S) 



INTERNATIONAL 



PRELIMINARY EXAMINATION REPORT 



imtrnaiional appiicatior. Nc. 

pct jpoo'Oo^ - : 



V Reasoned statement under Arte.. 35f2) -th regard to novein 
eimions and explanation, suppmingsuc^ statement 



lr\. inventive step or industrial applicability: 



'. . Siaitmen* 

Novelty CN) 



sntivs step (IS) 



Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-24.38.3? 



1-30 



VES 

NC 

YES 
NO 

VES 
NO 



- Citations and explanations n 

«f the Gram-positive bacterium Bacihus subtilis, r. 
Document 1: "The complete genome sequence ^ rf to Gmm pos 

Kunstetal., Nature. 20 November, 199 " %°L the SS/r^' 5«6«7« chromosome containing a putative 
Document 2: "A 35-7 kb DNA fragment rom he ^ » , hetical catab ohte- 

12-3 kb operon involved in hexuronate catabohsrn and a pe I . g „ g84 
responsive element." Cario Rivolta et a M.crob.o'og. Apr 1 ^ ■ 
Documents: EP. 64990", Al (Bristol-Myers Squiob Co.), -6 Ap..l. 

Cl T e ^« of Cms .-24 and 38 do not appear to i»vo,ve an inventive step in view of 

JSR document 1 or the JYjiB" (a ^ . ^ ^ described m SEQ ID 

Accession No. .AF015825) desenbed ,n document ,oent «l q DNAs hybridized 

NO: 2 of the present international application, a DNA . cons am $ thgse DNAs, 

with said DNA, recombinant vectors contamtng an> ot th« ^ - J ^ ^ & prol£in 

transformants having an> of these recom bmant v ecton m ^ ced ' , n ^ ^ 
used for culturina any of the transformants are obvious to a person 



Claim 39 



view of document 1 or 



2. A partial sequence ot the Dase sequence publiJ> known 
skilled in the art. 

Sect matters of claims 25-3" appear to be novel and to involve an inventive step in. view of 
document 1 or 2. and document 3 also cnec ^ LR. iniematl0nal application is obvious 

The base sequence described in ScQ .ID NO ^ paniculariy what react.on the 

from the description of document . or bu th dowum enL .6 ^ m ^ m her . 

D rote,n encoded by the oase sequence ca.al> z s_ U . no ^ ^ prod 

Furthermore, document 3 descnoes a method ^^J^f'^ an HMG^oA reductase inhibitor of 
from the same raw materials as those ,n the me hoc of ^ -^.^ ^ enz> . me (p rote,n. for 
the present international apphcanon. out oe ™°^ nQ ? oWxous l0 a oers0 n skilled in the an 
catalyzing the reaction or ar.> DNA encocmg ... i oes. a.e 

either. 
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KYOVVA HAKKO KOGYO CO., LTD. 

T 1 00-8 185 B *I$IfCf f-t S Etsfflj-T 3 6# l f 

6-1, Ohtemachi 1-chome, Chiyoda-ku, Tokyo 100-8185 Japan 


03-3282-0036 




03-3282-1527 
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f^JC ~NDO Hirofumi 
T 100-8135 3$gl^f^ffiEtT^T-Tg 6# 1 ^ 

c/o Head Office, KYOWA HAKKO KOGYO CO., LTD. 
6-1, Ohtemachi 1-chome, Chiyoda-ku, Tokyo 100-8185 japan 



J Wfi A ^ > 7* - 



Ife A ii. ^' ifl * f^C. 



S« : B^tB JP 


'1-7 • 


B*BI JP 













iv- fifty r'C 'mi. 



i Ti: ^L-U ii3Q iO f-'t ^< ^f- . -XM 



-am i oc cio — -^B 



iK-fi- 



r g - ' • 


rn m co Ttsifd ^ cz> <i±l <:o Lfi DjtiSt J^'_^ ^ 




VONETAXI Yoshiyuki 
t 194-8533 £3;gm^#f^Bm7iB5rr3TB 6 # 6 ^ 

Tokyo Research Laboratories, 
KYOWA HAKKO KOGYO CO., LTD. 
6-6, Asahi-machi 3-chone, Vlachida-shi, Tokyo 194-8533 
Japan 
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g MIZOGUCHI Hiroshi 
t 194-8533 Et:ia^.^fr>orBalTjiaPr:}Ts 6#6^§- 

c Y Tokyo Research Laboratories 

KYOWA HAKKO KOGYO CO., LTD. 

6-6, Asahi-machi 3-chome, Vlachida-shi, Tokyo 194-8533 

japan 
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fit^ ft— HASHIMOTO Shin-ichi 

= 194-8533 3 W^ffl iTTTfiffrr 3TI6f 6f 

c o Tokyo Research Laooratories. 

KYC'WA HAKKO KOGYO CO., LTD. 

6-6. Asahi-macni 3-chome, Machida-shL Tokyo 194-8533 

Japan ; 
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c u Technical Research Laboratories 

KYOWA HAKKO KOGYO CO., LTD. 
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« , 



A E^ 



2: 7 , 



Swaziland, I 7 



fc r _ ^ EI — T Ghana, O rx/l -^t ^unbia, K. EH ^ — T Kenya 

^ S CD A-^y Sudan. S L_ 

^3 ^ A- ^^^^p : AM -.^>=T Armenia A ^ - - U • V ^ > Azerbaijan, EJ Y ^ 7 /L— > 3eiurus 

irw ^ .<yrjyzs:an. KZ ^^*^A^> Xazakhs-an. M O ~ -> K 7* - Uepubl ic of «oNov U ^ [_r a ^ 7- R 

edcT^;:on. 'E J Tdjikisur, IT T^T -^'/^^v 



_ ss 1 an 

rumen 1 s t an. A XJH^ - ? > ^ XF&eklk'-J £ ?■ 3k fa <T> fcg f-J j 



LXI El E> 



lX] <=> .-v 



1 x " J" Austria. S EI - . ■> ^— lieltflum, C7; Ei and E- L x ^ ^ - 

- y • ^«;tzeriana and Liechtenstein. C=: Y 7" 3 * ./prus. ED ETJ. > y llei-many, £D EC 7^ ^ — - 
^ "JX' ^ aifl -_ E I 74 >7>- .-inland, E~ Ft y =- I P -ranee, 
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